SUMMARY a, Antitrypsin (PI) phenotypes were defined in 144 patients with rheumatoid arthritis (RA) and in 223 normal controls. The frequencies of the rare F, S, and Z variants were similar in RA and control groups. No relationships were found between PI allotypes and rheumatoid disease severity or autoantibody titre. The PI M1M2 phenotype was increased in frequency in the RA group, and phenotype frequencies in DR4 positive and negative disease were similar. These results support the suggestion that genes on the 14th chromosome which are linked to PI predispose to RA.
the sixth chromosome.' a, Antitrypsin or protease inhibitor (PI) is coded for by genes on the 14th chromosome, which are linked to genes coding for the immunoglobulin heavy chain allotypes (Gm). 2 There is an association between the Glm(x) allotype and DR4 positive RA,3 4 suggesting that 14th chromosomal genes may interact with genes linked to HLA in the pathogenesis of RA. Previous studies of a, antitrypsin phenotypes in RA, however, have given conflicting results. Some have shown an increase in the deficiency allele (PI*Z),8 whereas others have shown no such association.9-1 Most previous studies have not subdivided the functionally normal PI*M allele into subtypes, but one recent study has found an increase in Ml homozygotes in RA. 12 We have re-examined the relationship between a, antitrypsin variants and susceptibility to and severity of RA. We 8 The gene for a, antitrypsin is linked to Gm on chromosome 14,2 and the present findings are in keeping with previous reports of an association between a Gm allotype and RA3 4 and suggest that genes on chromosome 14 linked to both PI and Gm loci increase susceptibility to RA. Unlike the Gm association with RA where the association is with DR4 positive disease only, that between PI and RA appears to be independent of DR status. The reason for this discrepancy is unclear, but further studies of this part of chromosome 14 with more refined techniques to define genetic variants at PI and immunoglobulin heavy chain loci are indicated.
